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=> file registry 

COST IN U.S. DOLLARS , SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST .0.21 0.21 

FILE /REGISTRY 1 ENTERED AT 16:26:54 ON 17 JUL 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
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COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 16 JUL 2007 HIGHEST RN 942468-13-5 
DICTIONARY FILE UPDATES: 16 JUL 2007 HIGHEST RN 942468-13-5 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT. THROUGH December 2, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
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chain nodes : 
7 27 28 
ring nodes : 

1 2 3 4 5 6 8 9 10 11 12 13 14. 15 16 17 18 19 20 21 22 
25 26 

chain bonds : 

1-7 4-17 7-8 24-28 25-27 
ring bonds : 



1-2 1-6 2-3 3-4 4-5 5-6 8-9 8-12 9-10 9-13 10-11' 10-16 11-12 13-14 
14-15 15-16 17-18 17-22 18-19 19-20 19-23 20-21 20-26 21-22 23-24 24-25 
25-26 

exact /norm bonds : 

1-7 4-17 10-11 11-12 24-28 25-27 ■ 
exact bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 8-9 8-12 19-23 20-26 23-24 24-25 25-26 

normalized bonds : • 

9-10 9-13 10-16 13-14 14-15 15-16 17-18 17-22 18-19 19-20 20-21' 21-22 

isolated ring systems : 

containing 1 : 8 : 17 : 

Match level : 

l:Atom 2: Atom 3 : Atom 4: Atom 5: Atom 6 : Atom 7: CLASS 8 : Atom 9: Atom 10: Atom 
ll:Atom 12:Atom' 13 :Atom 14 :Atom 15:Atom 16 :Atom 17:Atom 18 : Atom 19:Atom 
20:Atom 21:Atom 22 : Atom 23 :Atom 24:Atom 25:Atom 26 : Atom 27 :CLASS 28:CLASS 
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Structure attributes must be viewed using STN Express query preparation. 
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SAMPLE SEARCH INITIATED 16:27:14 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 0 TO ITERATE 



100.0%' PROCESSED 
SEARCH TIME: 00.00.01 



0 ITERATIONS 



0 ANSWERS 



FULL FILE PROJECTIONS: 



ONLINE 
BATCH 



** COMPLETE** 
** COMPLETE** 

0 TO 

0 TO 



PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



0 
0 
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=> s 11 full 

FULL SEARCH INITIATED 16:27:18 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 45 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



45 ITERATIONS 



8 ANSWERS 
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=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
172 .10 



TOTAL 
SESSION 
172 .31 
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PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 17 Jul 2007 VOL 147 ISS 4 
FILE LAST UPDATED: 16 Jul. 2007 (20070716/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

ht tp : //www . cas . org/ inf opol icy . html 



= > s 13 
L4 



2 L3 



=> d 14 1-2 ibib abs hitstr 



ANSWER 1 OF 2 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT I 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE(S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:80760 CAPLUS 
141:350194 

Preparation of chromenonindole derivatives as 5-HTx 
agonistics and/or antagonistics 

Schiemann, Kai; Boettcher, Henningj Heinrich, Timo» 

Hoelzeraann, Guenten Van Amsterdam, Christophi 

Bartoszyk, Gerdi Leibrock, Jochim; Seyfried, Christoph 

Merck Patent GmbH, Germany 

Ger. Offen., 19 pp. 
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Chromenone- indole derivs. I [Rl - H, OH, CN, halogen, CONHR, OB, C02B, 
CF3, N02, NR2, NRCOR, NRC02R, NRCONR2; R2 - NR2, NRCOR, NRC02R, NRC0NR2, 
N02, NRS02R, NRCSB, NRCSNR2; R3 - H, OH, CN, halogen, CONHR, OB, C02B, 
CF3, N02, NR2, NRCOR, NRC02R, NRCONR2; R - H, B, Het, Ar; A - 
(un)branched, unsatd. C2-6-alkyl; B - (un)branched Cl-6-alkyl], as well as 
of them pharmaceutical usable prodrugs, derivs., solvates, stereoisomers 
and salts show special effects on the central nervous system, above all 
5-HT reabsorption inhibiting and 5-HTx agonistic and/or antagonistic 
effects. The procedure for the preparation of I is characterized by: 
alkylation of piperazine II by indole derivative III (L - CI, Br, I, OH]. 
Thus, EMD 391987 (I-HC1: A - (CH2)4, Rl - CN-5, R2 - NHAc, R3 - H) , 
was prepared from piperazine II IR2 - NHAc, R3 - H] via N-alkylation with 
indole III (A - (CH2)4, Rl - CN-5, L - I] in N-methy lpyrrolidone containing 
EtN (CHMe2 ) 2, followed by treatment with HC1. They are characterized by a 
particularly high bioavailability and a particularly high inhibition of 
the 5 HT reabsorption (see graphs). 
75225B-06-3P, EMD 480246 752258-08-5P 
75225B-10-9P, EMD 391987 752258-11-0P, EMD 487535 
773878-58-3P 774242-09-0P, EMD 480247 
774242-10-3P, EMD 480248 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation)! THU 
(Therapeutic use) ; BIOL (Biological study) i PREP (Preparation); USES 
(Uses) 

(preparation of chromenoni ndole derivs. as 5-HTx agonistics and/or 
antagonistics) 
752258-06-3 CAPLUS 

lH-Indole-5~carbonitrile, 3- (4- (4- (3-amino-2-oxo-2H-l-benzopyran-6-yl ) -1- 
piperazinyl) butyl]- (9CI) (CA INDEX NAME) 
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RN 752258-08-5 CAPLUS 

CN Carbamic acid, [6- (4- [4- (S-cyano-lH-indol-3-yl> butyl] -1-piperazinyl] -2-oxo- 
2H-l-benzopyran-3-yl] -, ethyl ester, monohydrochloride (9CI) (CA INDEX 
NAME) . 




• HC1 



RN 752258-10-9 CAPLUS 

CN Acetamide, N-(6-(4-J4- (5-cyano-lH-indol-3-yl) butyl] -1-piperazinyl] -2-oxo- 
2H-l-benzopyran-3-yl]-, monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



RN 752258-11-0 CAPLUS 

CN Carbamic acid, (6- (4 - (4- (S-cyano-lH-indol-3-yl ) butyl] -1 -piperazinyl ] -2-oxo- 
2H-l-benzopyran-3-yl]-, methyl ester (9CI) (CA INDEX NAME) 




RN 773878-58-3 CAPLUS 

CN Acetamide, N- [6- ( 4- [ 4- (5-cyano- lH-indol-3-yl) butyl] -1-piperazinyl] -2-oxo- 
2H-l-benzopyran-3-yl)- (9CI) (CA INDEX NAME) 
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RN 774242-09-0 CAPLUS 

CN Carbamic acid, [6-(4-(4- (5-cyano- lH-indol-3-yl)butyl] -1-piperazinyl] -2-oxo- 
2H-l-benzopyran-3-ylj-, ethyl ester (9CI) (CA INDEX NAME) • 




RN 774242-10-3 CAPLUS 

CN Propanamide, N-{6-[4-[4- (5-cyano- lH-i ndol-3-yl) butyl] - 1-piperazinyl ] -2-oxo- 
2H-l-benzopyran-3-yl] -2, 2-dimethyl- (9CI) (CA INDEX NAME) 
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2004:710478 CAPLUS 
141:235679 

Dual 5-HT1A agonists and 5-HT re-uptake inhibitors by 
combination of indole-butyl-amine and 
ehromenonyl-pipera2ine structural elements in a single 
molecular entity 

Heinrich, Timo; Boettcher, Henning; Schiemann, Kai; 
Hoelzemann, Guenter; Schwarz, Michael; Bartoszyk, Gerd 
D.; van Amsterdam, Christoph; Greiner, Hartmut E.; 
Seyfried, Christoph A. 

APreclinical Pharmaceutical Research, Merck KGaA, 
Darmstadt, 64293, Germany 

Bioorganic k Medicinal Chemistry (2004), 12(18), 
4843-4B52 

CODEN: BMECEP ; ISSN: 0968-0896 
Elsevier Ltd, 
Journal 
English 

CASREACT 141:235678 
The dual serotonin (5-HT) re-uptake inhibitor and 5-HT1A receptor agonist 
vilazodone was found to increase central serotonin levels in rat brain. 
In the course of structural modifications of vilazodone 
3- {4- {4- (2-oxo-2H-l-benzopyran-6-yl) -1 -piperazinyl ) -butyl) -1H- indole- 5- 
carbonitrile and its fluorine analog 6- {4- (4- (5-f luor-3-indolyl) -butyl) -1- 
piperazinyl)-2H-l-benzopyran-2-one have been identified. These 
unsubsti tuted chromenones are equally potent at the 5-HT1A receptor and 
5-HT transporter. The implementation of nitrogen functionalities in 
position 3 of the chromenones resulted in compds. acting as agonists at 
the 5-HT1A receptor and as 5-HT re-uptake inhibitors like vilazodone. Ex 
vivo 5-HT re-uptake inhibition and in vitro 5-HT agonisra were determined in 



PCA- and GTPyS-assay, resp. The potential of these chromenones to 
increase central 5-HT levels was measured in microdialysis studies and 
especially the derivs. 
3- (4- (4- (3-amino-2-oxo-2H-chroraen-6-yl) -piperazin-l-yl) - 

butyl) -lH-indole-5-carbonitri le , Et (6- (4- [4- (5-cyano-lH-indol-3-yl) - 
butyl] -piperazin-l-yl) -2-oxo-2H-chromen-3-yl) -carbamate and 
N- (6-(4-{4- (5-cyano-lH-indol-3-yl) -butyl) -piperazin-l-yl) -2-oxo-2H-chromen- 
3-yl) -acetamide give rise to rapid development of increased serotonin 
levels in rat brain cortex, lasting longer than 3 h. 
IT 75225B-06-3P 752258-07-4P 75225fl-OB-5P 
75225B-10-9P 75225B-11-0P 

RL: PAC (Pharmacological activity); PRP (Properties) t SPN (Synthetic 
preparation) i TKU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(dual 5-HT1A agonists and 5-HT re-uptake inhibitors by combination of 
i ndole-Bu- amine and chromenonyl-piperazi ne structural elements in a 
single mol. entity) 
RN 752258-06-3 CAPLUS 

CN lH-Indole-5-carbonitri le, 3- (4- ( 4- (3-amino-2-oxo-2H- l-benzopyran-6-yl) -1- 
piperazinyl) butyl)- (9CI) (CA INDEX NAME) 



(CH 2 >4 — N^X 1 
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(Conti nued) 



RN 752258-07r4 CAPLUS 

CN Propanamide, N-[6-{4- (4- (5-cyano-lH-indol-3-yl) butyl) -1-piperazinyl) -2-oxo- 
2H-l-benzopyran-3-yl]-2,2-dimethyl~, monohydrochloride (9CI) (CA INDEX 
NAME) 



II I ^^^^^NH-C-Bu-t 



752258-08-5 CAPLUS 

Carbamic acid, (6-(4- (4- ( 5-cyano- 1H- i ndol-3-yl ) butyl ) - 1 -pi perazi nyl ) -2-oxo- 
2H-l-benzopyran-3-yl) -, ethyl ester, monohydrochloride (9CI) (CA INDEX 

NAME) 



r? _OCX ! 



752258-10-9 CAPLUS 

Acetamide, N-(6-(4- [4- ( 5-cyano- lH-indol -3-yl) butyl] -1-piperazinyl) -2- 
2H-l-benzopyran-3-yl] monohydrochloride (9CI) (CA INDEX NAME) 



(CH 2 )4 — 



xxx: 



• HCl 



752258-11-0 CAPLUS 

Carbanuc acid, [ 6- {4 - [4 - ( 5-cyano- 1H- i ndol - 3-yl ) butyl ] -1-piperazinyl) -2-oxo- 
2H-l-benzopyran-3-yl] -, methyl ester (9CI) (CA INDEX NAME) 
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(FILE 'HOME' ENTERED AT 16:26:46 ON 17 JUL 2 007) [ 

FILE 'REGISTRY' ENTERED AT 16:26:54 ON 17 JUL 2007 

LI STRUCTURE UPLOADED 

L2 0 S LI . 

L3 8 S LI FULL 

FILE 'CAPLUS' ENTERED AT 16:^27:23 ON 17 JUL 2007 

L4 2 S L3 



=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 16:30:59 ON 17 JUL 2007 



SINCE FILE 
ENTRY 
13 .36 



SINCE FILE 
ENTRY 
-1.56 



TOTAL 
SESSION 
185.67 

TOTAL 
SESSION 
-1 .56 
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